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1I.

SYNOPSIS

Charles River COBS?® CD® male and female rats were used to determine
the effects of B0547-0l on fertility and general reproductive perfog-
mance. This study was comprised of six treated groups and one control
group containing 25 males and 25 females each. The test article was
administered orally by gavage to the males only in three groups beginning
60 days prior to mating and continuing until sacrifice; the females in
these groups were not treated. In three other groups, the females only
were dosed beginning 14 days prior to mating and coatinuing until sacri-
fice or weaning; male rats in these groups were not treated. Within each
group, the treated animals vers mated with their untreated counterparts.
All treated animals received the test article orally by gavage at dosage'
levels of either 250, 500 or 1000 mg/kg/day as a single daily dose at a
coustant volume of 5 ml/kg. Both males and females in the coatrol group
received the vehicle only, deionized uater; at a volume of 5 ml/kg on a
comparable regimen and were similarly mated. )

Approximately one-half of the mated females in each group undervent a
yterine examination on gestation day 13 while the remaining females were
allowed to deliver.

Among the groups of treated male rats, one rat died at the 500
mg/kg/day level and three rats died at thz 1000 mg/kg/day level.
Survival was 100% among males in the coantrol and 250 mg/kg/day groups.
These deaths occurred without apparent cause between study weeks 5 and 10
and no consistent pattern of antemortem or postmortem observations were
evident, Among the treated female rats, two females died at the 250
wg/kg/day level, one was sacrificed in extremis at the 500 mg/kg/day
level and three rats died at the 1000 wmg/kg/day level. \One untreated
7i;ézEiEE:;§E:EEEf:EEgE:EEEE:EEEEE:Eiiiz) Survival was 100X among control
fem3les, €ath or sacrifice in exTTeuwls among females occurred between




study veeks 6 and 1l and no definite treatment related treads on exter-
nal or necropsy observations were evident. With the exception of one
low~dose female that died as the result of an intubation error, the cause
of death could not be determined for any of the females that died.
Hovever, the postmortem findings from several animals vere not inc;n-
sisteat with aspiration pueumonitis. The only effect on appearance or
behavior attributable to treatment with B0547-01 was a slight excess
salivation among female rats dosed at 1000 mg/kg/day.

The mean weekly body weights of male rats dosed at the 1000 mg/kg/day
level were clightly reduced during all treated study veeks. No affects
ou body weights were present among males dosed at 250 or 500 mg/kg/day or
amoung femsles at any dosage level., Similarly, no meacingful effects were
evident in maternal female body weights during gestation or lactation inm
any study group. '

The ouly definite test article effect observed duriaog the litter por-
tion of this study was a reduction in mean pup body weights during the
latter stages of lactation among the offspring of Eeyales dosed at the
1000 mg/kg/day level.

Analyses of reptoduc:ivé data'suégested that treatment with B0547-01
may have reduced the mean aumbers of uterine implantatioans in both groups
dosed at the 1000 mg/kg/day level ggéés;and females). These findiags
were indicated by reductions in viable litter size at parturition and
total implantations observed during weaning uterine examination,

However, & similar effect was not evident at l3-day uterine examinatiom
vhereina the mean aumbers of implantations were comparable in all treated
groups to concurrent aad historical control values. A defianite treatment
effect was dubious.

No other effects attributable to treatment were present in either the

parturition, litter or uterine examinatioan data.




In coaclusion, at a dose level of 1000 mg/kg/day, treatment with

BOS547~01 to female Charles River COBS® CD® rats caused a reduction in

mean pup body weight during lactation and may have reduced mean ute?ine

—Emplantacions. Treatment to male Charles River COBS® CD® rats at 1000
mg/kg/day may also have resulted in a reduction in uterine implantations
in females to which they were mated, however a clear effect was not evi-

dent.
B0547-01 had no effects on fertility or reproductive performance in

either male or female rats at dosage levels of 500 mg/kg/day and less.
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QUALITY ASSURANCE STATEMENT

Study Title: Study of Fartility and General Reproductive Performance
in Rats

Tast Arcticle: B80S47-01
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agemant and the Study Director are listed in Appendix A.
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Regulacions of June 20, 1979.
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Submitted By:

//d/’%

Date

Director of Quality Assurance
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SYNOPSIS

Charles River COBS® CD® male and female rats were used to determine
the effects of B0547-01 on fertility and general reproductive perfoE-
mance. This study was comprised of six treated groups and one control
group containing 25 males and 25 females each. The test article was
administered orally by gavage to the males only in three groups beginning
60 days prior to mating and continuing until sacrifice; the females in
these groups were not treated. In three other groups, the females oaly
were dosed beginning 14 days prior to mating and continuing until sacri-
fice or weaning; male rats in these groups were not treated. Within eacii
group, the treated animals were mated with their untreated counterpartCs.
All treated animals received the test article orally by gavage at dosage
levels of either 250, 500 or 1000 mg/kg/day as a single daily dose at a
constant volume of 5 ml/kg. Both males and females in the coantrol group
received the vehicle only, deionized water, at a volume of 5 ml/kg on a
comparable regimen and were similarly mated. ‘

Approximately one-half of the mated famales in each group underwent a
uterine examination on gestation day 13 while the remaining females were
allowed to deliver.

Among the groups of treated male rats, one rat died at the 500
mg/kg/day level and three rats died at the 1000 mg/kg/day level.
Survival was 1001 among males ia the control and 250 mg/kg/day groups.
These deaths occurred without apparent cause between study weeks 5 and 10
and no consistent pattern of antemortem or postmortem observations were
evident. Among the treated female rats, two females died at the 250
mg/kg/day level, one was sacrificed in extremis at the 500 mg/kg/day

level and three rats died at the 1000 mg/kg/day level. <§EE:§EEEEEEE§i:?

igh dose group died. Survival was 100X among control

fema or sacrifice 1n extr % among females occurred between

191-900
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gtudy weeks 6 and 1l aund ao definite treatment related treads oa exter—
aal or necropsy obsarvations were evident. With the excaptioa of one
low~dose female that died as the result of an intubatiom error, the cause
of death could not be determined for any of the females that died.
Howevar, the postmortem findings from several animals were not inc;u-
sisteat with aspiration puneumonitis. The ouly effect on appearance o¥
behavior attributable to treatment with BOS47-0l was a slight excess
salivation amoug female cats dosed at 1000 mg/kg/day.

The mean weekly body weights of male rats dosed at the 1000 mg/kg/day
level were alighcly reduced during all treated study weeks. No affects
oa body weights were preseat among males dosed at 250 or 500 ng/kg/day or
amoug females at any dosage level. Similarly, no meaningful effacts were
evident in matermal female body weights during gastation or lactation in
any study group.

The oaly definite test article effect observed during the litcer porc-
tion of this study was a reduction in mean pup body weights during the
latter stages of lactation among the offspring of females dosed at the
1000 mg/kg/day level. |

Analyses of reproductive data suggested that treatment with BO547-0Ll
may have reduced the mean numbers of uterine implantatiouns in both groups
dosed at the 1000 ug/kg/day level Qggégland females). These findings
were indicated by reductions ia viable litter size at parturition and
total implantations observed during weaning uterine examinatioa.

However, a similar effect was not evident at l3-day uterine examination
whareia the mean numbers of implantations were comparable in all treated
groups to concurreat aad historical coatrol values. A defimite treatmeat
effect was dubious.

No other affects attributable to treatment were preseat im either the

parturition, litter or uterine examinatiom data.

191-5%00
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In conclusion, at a dose level of 1000 mg/kg/day, treatment with
BOS47-01 to female Charles River COBS® CD® rats caused a reduction in
mean pup body weight during lactation and may have reduced mean utePine
implantations. Treatment to male Charles River COBS® CD® rats at 1000
mg/kg/day may also have resulted in a reduction in uterine implantations
in females to which they were mated, however a clear effect was not evi-

dent.

BOS47~01 had no effects on fertility or reproductive performance in

either male or female rats at dosage levels of 500 mg/kg/day and less.

191-900
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INTRODUCTION

A. OBJECTIVE

The objective of the study was to establish the effect of the best
article on fertility, parturition, neonatal viabilicy, growth of the
newborn and reproductive performance in rats. This study design utilized
treatment of both sexes.
B. STUDY DFSIGN

This study was comprised of seven study groups containing 25 parental
males and 25 parehtal females each. The test article, 50547;01, was
administered to either the males or females in cach treated group. In
groups 2, 3 and 4, ouly female rats were treated and in groups 5, 6 and
7 ouly male rats wvere treated. The parental rats within each group
(Fg generation) were mated (treated with untreated) ‘o produce the next
(Fy) generation. For comparitive purposes, male and famale Fg comtrol
rats (group 1) both received the vehicle, deionized water. A diagramatic

representation of the study design is presented in Figure 1.

191-900
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FIGURE 1.

Study of Fertility and General Reproductive Performance in Rats

STUDY DESIGN

175 Males (25 per study group)
175 Females (25 per study group
Seven study groups

Estrous smearing and treatment -
to females in groups 1, 2, 3 and 4
Treatmeant to males in groups I, 5, 6
and 7

Mated

1/2 Fg females per grou
scheduled to deliver

1/2 Fy females per group
scheduled for Ll3-day
uterine examination.

Fr Litter

25 days after
mating

Males externally
examined, sacrificed
and discarded after
the l3-day uterine

Necropsies pecformed
on Fy females that
did not deliver

191-900
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C. TEST ARTICLE IDENTIFILCATION
The test article utilized omn this study was received in five
shipments from the Procter aud Gamble Company, Cincinnati, Ohio. The

first test article allotment was received on December 2, 1982 as indi-

cated below: -
Label Description
TEST SUBST. (TSIN) B0547-01 clear liquid

DIV. REQUEST DOC. (DRD) BSBTS-796 e

DATE REC'D (OPER:SE N) g
TYPE OF TEST(TERATOLOGY i
GROSS WT. (IRC:—EID, CONT., LABEL) 1209.6 g.

*TARE WIr. 333.1 g. NET WI. 836.0 g.
STORAGE CONDITIONS ROOM TEMP.
EXPIRATION DATE NK
HAZARD Noae
D.0.T. HAZARD NON-HAZARDOUS
RETUAN TO DIVISIONAL TOXICOLOGIST WHEN TEST
IS COMPLETED
*CONTAINER, LID, LABEL

Additional shipuments of the test article were received on December

30, 1982, January 26, 1983, March 9, 1983 and May 12, 1983. Specific

label information for each of these shipments is stored in the IRDC
archives and is available upon Sponsor request.
D. VEHICLE CONTROL ARTICLE IDENTIFICATION

The vehicle coatrol article used in this study was deionized water.

191-900
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METHODS AND PROCEDURES

This study was conducted in accordance with the protocol as approved
by the Sponsor and in compliance with the Standard Operating Procedures
of International Research and Development Corporation (IRDC). Pro:edures
pertinent to this study are described herein.

A. EXPERIMENTAL DESIGN

1. Animals

The animals ytilized om this study, Ch4arles River COBS? CD® rats,
wecre received ip two shipments from the Charles River Breeding
Laboratories, Inc., Portage, Michigan. The first shipment of 210, 28-day
old male rats was received on February 23, 1983 and the second shipment
0€ 210, virgin 70-day old female rats was received on March 31, 1983.

All rats were acclimated for a minimum of 15 days prior to place-
ment on study.

From animal aquisition until sacrifice, the rats were provided
with a basal laboratory diet of Purina® Certified Rodent Chow?® #5002 and
tap water available ad libitum and carefully observed for changes in
appearance and behavior.

The basal laboratory diet, Purina® Certified Rodent Chow® #5002,
was analyzed by the manufacturer for the presence of pesticides, heavy
metals and aflatoxins. Each diet lot used was recorded. The drinking
water at IRDC is analyzed quarterly for the presence of pesticides, heavy
metals and coliforms. The results of these analyses are stored in the
International Research and Development Corporation Archives at Mattawan,
Michigan and are available upon request.

. Throughout the study, all animals were housed in an envirommentally
controlled room. Temperature ranged between 20°and 24° C, humidity was
maintained between 20% and 70% and fluorescent lighting provided illumi-

nation 12 hours per day. Temperature was below the range specified by

191-900
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the study protocol (21°-25° C) oa two days and was inadvertently not
recorded on six days. Humidity was below the specified raage (35% to

65%) oa 12 occasions and exceeded the range twice. All rats were individ-
ually housed, except during mating, gestation and lactation in squended
wire-mesh cages.

Each rat was identified by cage, group and individually by a Monel®
metal ear tag bearing its animal aumber. The individual animal aumber
plus the IRDC study aumber comprised a unique identification number for
each animal. At study initiation (study week 0), male crats were 43 days
of age and weighed from 165 to 215 grams. Females placed oa study during
week 6 were 91 days of age and weighed from 216 to 267 grams. At
the time of placement on study, the body weights of 1{ male rats slightly
exceeded the protocol specified limit (210 grams) and the body weights of
five females were slightly less than the limit (220 grams).

The study initiated with the randomizatioa of Fy males on March 9,
1983 and terminated with the last parencal female sacrifice on July 6,
1983. .

2. Ocganization of Test Groups

At the end of the acclimation period, all animals were weighed
and subjected to a detailed physical examination. Animals considered
suitable for study were randomly assigned to one control group and aix
treatment groups each containing 25 males and 25 females by the following
computer—generated system. Animal numbers aad corresponding body weights
were entered onto magnetic tape which was used as the data source for the
randomization procedure. Mean body weights and standard deviatioas were
calculated by sex and a computer-generated edit developed a listing of
those animals whose body weights were withia + 1.6 (males) or * 1.5
(females) standard deviations of the mean. From the qualifying animals,

the randomization procedure selected and assigned the required aumber of

191-900
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animals. Bartlett's test for homogeneity of variances wag applied to the
groups. If the groups were judged to be heterogeneous, new randomiza- -
tions were generated until homogeneity was established. The following

table illustrates the Fo group arrangement. s

Animal and Treatmenc-Designacion

Group Number of Number of Dosage Level
Number . __Males Females Sex Dosed mg/kg/day

1- 25 25 males and females 0 (Contral)

2 25 25 females oaly 250

3 25 25 females only 500

4 25 25 females only - 1000

5 25 25 wales oaly 250

6 25 25 males only 500

7 25 25 males oanly 1000

J. Macing

For females in groups 1, 2, 3 and 4, vaginal smears were coaducted
daily to establish escrus cycles beginaning 10 days prior to test article
administration. Smearing coatinued until evidence of mating was found or
uatil the end of the mating period.

In both phases, each male was housed with one female of the same |
strain and source in plastiec cages with wood chip (Bé:a Chip®) bedding for
matiag. The occurrence of copulacion was determined by daily imspection
for a copulatory plug or by vaginal inspection for sperm. The day that %
evidence of mating was detected was designated day 0 of gestation and the
female was placed in an iadividual plascic cage.

Any female failing to show evidence of copulation after an
initial 10-day period was remated for aa additional five days with a male
of proven fertility selected from the same group. At the end of the
second mating period, all noobred females were transferred to individual

plastic cages coancaining bedding until sacrifice.

191-900
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B. TEST ARTICLE ADMINISTRATION

The selected route of administration was oral since this has histori-
cally been the route of choice for administering a kaown quantity of test
substance. N

The appropriace amount of B0547-01 for each group was weighed daily
iato a graduated mixing cylinder and 3 sufficient quantity of the
vehicle, deionized water, was added to yield the necessary volume of pra-
pared cest material. The cylinder was shaken by hand to ensure dLssoLu-
tion and the concents dispensed iato a capped glass con:axnet.

The test article was prepared at concentratioas to permit the admin-
istracion of dose levels of 250, 500 and 1000 mg/kg/day at a coastant
dosage volume of 5 ml/kg.

The test article was administered orally by gavage as a single daily
dose. The males in groups 5, 6 and 7 were dosed begianing 60 days prior
to mating and continued until sacrifice. Males in groups 2, 3 and 4 were
not dosed. Test article administration to females ia groups 2, 3 and 4

Legan 14 days prior to mating and coatinued through weaning of the pups

or until gescation day 13 sacrifice. Females in groups 5, 6§ and 7 were
not dosed. Nonbred females were dosed until sacrifice. Both males and
females ia the coatrol group received the vehicle only on comparable
regimens at a volume of § ml/kg. Individual dosages were based gan the
most recently recorded body weights.

Males receiving the test article were mated with the uatreated fe-
males from the same group and females receiving the test article were

mated with the corresponding untreated males. Males and females both

réceiving the coatrol substance were mataed.
C. Fg PARENTAL OBSERVATIONS
l. Appearance and Behavior
From receipt until sacrifice both male aand female rats were

observed twice daily for mortality and overt changes in appearance and
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behavior. During treatment males and females were observed weekly in
detail for clinical signs of toxicity. Uatreated animals {n both phases
also received a detailed weekly examination.

2. Bedy Weighes <

Individual male (treated and untreated) body weights were
recorded weekly from randomization until sacrifice. Individual female
body weights (treated and untreated) were recorded weekly unzil evideace
of copulation was observed or until sacrifice. Those dams selected fsr
LJ-day uterine examination were weighed on gestation days 0, 7 and 13 aad
the remaining dams, those allowed to deliver, were weighed oa gestatica
days 0, 7, i3 and 20 and on lactation days 0, 7, 14 and 21.

D. Fp GESTATION DAY 13 UTERINE EXAMINATION OBSERVATIONS

On gestation day 13, approximately one-half of the mated females from
each group were selected for uterine examination by the following method
and sacrificed by carboa dioxide inhalation, Within each dosage group,
2ach dam was assigned a consecutive placement aumber beginning with the
aumber ocne. Of the females with evidence of copulation on any given day,
one-half were selected by use of a table of random numbers faor uterige
examination. The remaining females were allowed to deliver. This pro-
cess was coatinued daily until all females that evideaced mating had been
assigned.

Immediately following sacrifice, a uterine examination was per formed
oa each female. The number and location of viable aand nonviable embryos,
early resocrptions, the total number of implancacions and corpora lutea
were recorded. Each implantation site, including resorptions, was coa-
secutively numbered from the left uterine hora to the right uterine hora.
The abdominal and thoracic cavities and organs of the dams were examined
for grossly evident morphological changes and the carcasses discarded.

Uteri from females that appeared nongravid were opened and placed ia

10X ammonium sulfide solution for coafirmation of pregnancyl.
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E. DISPOSITION OF MALES

At the completion of the 13-day uterine examinations, all Fg treated
and uutreated males were examined externally, sacrificed and discarded.
F. Fg PARTURITIOHN AND Fl LITTER OBSERVATIOHNS

The remaining FQ) females from each group were allowed to deliver.
During-the pesriod of expected parturitiom, the Fy females were observed
twice daily for uewborn litters. Lactation day 0 was designated as the
day the entire iitter was found and delivery was judged couplete. The
duration of gestation was calculated and any difficulties occurring at
parturition were recorded. On lactation day 0, the litters were examined
for litter sizae, stillbirths, live births and any gross anomalies.
Throughout lactation, the dams wera observed daily for behavioral abnor-
malities in uesting and aursing. On lactaziocn day 4, litter size was
reduced to 10 pups, of equal sex whenever possible, by use of a random
numbers table. The culled pups were externally examined aand discarded.
Pups were weighed individually on lactation days 0, 4, 7 and 14 and indi-
viduaily by sex ou lactation day 21. AlL pups were observed daily for
overt asigns of tuxicity, changes in appearance, bahavior and mortality.
Intact pups fuund dead during the laccation period were examined for ano-
malies, necropsied and discarded. The heart was diasected by a method
similar to one desccibed by StaplesZ.

Ju lactaticu day 21, all daws were examined, sacrificed, necropsied
and the number of uzerine implantacion sites recorded. At weaning, all
surviving pups were examined externally and sacrificed. If abnormalities
were present, the pups were subjected to a 8ross necropsy. Pups that
appearad normal wera discarded.

Ua che &3th day after separation from the male, a gross necropsy was

pecforued on 2l{ females where evidence of mating was fouad but failed to
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daliver. On the 25th day after terminatioa of mating, this procedure was
performed oa all females where ao evidence of mating was observed and
which did not deliver. Any coaditioa which would have prevented
pregnancy was cecorded. Uteri from females that appeared aongravid were
opened aad placed ia 10% ammonium sulfide solution for coanfirmatioa of
pregnancyl.
G. STATISTICAL ANALI3IS
All scacis;ical analyses compared the treatment groups to the control
group with a level of significance at p<0.05. All means were accom™
panied by standard deviatioas.
1. Gestatioan Day 13 Uterine Examination Data
Mean postimplaatation loss was compared by the Mann-Whitaey U-
test, as described by Siegel3d and Weil%, to judge significance of dif-
ferencas. The mean numbers of corpora lutea, total implantatioas and
viable embryos were compared by analysis of variance (ome-way
classification), Bartlett's tesec for homogeneity of variance and the
appropfiace t-test (for equal and unequal variaaces) as described by
Steel and Torrie?, using Dunnett's® multiple comparison tables to judge
significaoce of differences.
2. Litter Data
The male and Eemale fertility indices were compared using the
Chi-square test criterion with Yates' correction for 2 x 2 coatingency
tables and/or Fisher's exact probability test as described by Siegel3 to
judge significance of differences. Pup survival indices on lacéacion day
-4, 7, L& and 21, and lactation indices (viable pups on lactation day 21
versus viable retained pups on lactatiom day 4) were compared by the
Mann-Whitaey U-test as described by Siegeld and Weil® to judge signifi-
cance of differences.
Mean numbers of Live pups per litter at birth and mean pup body

weights recorded on lactation days 0, 4, 7, L4 and 21 were compared by
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analysis of variance (one-way classification), Bartlect's test for homo-

geneity of variances and the appropriate t-test (for equal and unequal

variances), as described by Steel and Torried using Dunnett's® multiple

comparison tables to judge significance of differences.
H. DATA RETENTION

All preservable specimens, raw data, a sample of the test articie and
copies of the final report are retained in the International Research and

Development Corporation Archives in Mattawan, Michigan.
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RESULTS

A. PARENTAL OBSERVATIONS
l. Appearanca and Behavior

A summary of estrous cycle observations is presented ia Table !
and individual data are preseated in Table 2.

No mortality was observed among the parental male rats inthcups
L, 2, 3, 4 or 5. One treated male rat in group 6 and three treated male
racs io group 7 died on study betweea study weeks 5 aand 10. Following is
a4 review of pareatal male mortality: animal #30942 dosed at the intaer-
mediate level (500 mg/kg/day) diad duriag study week 10. This animal
previously {approximately one moath) had observations of red/brown
colored urine aand brown stained and matted ventral haircoat but showed ao
visible external abnormalities at the time of death. Postmortem ohsar-~
vations disclosed black material ia the stomach, white spots on both kid-
neys, purulent material ia one kidney, reddish brown fluid and reddened
mucosa in the urinary bladder, distended ureters and stones ia the left

kidney and ureter, and ia the urionary bladder. The kidneys of this ani-

mal were preserved in 10 neutral buffered formalin but at the discretion
of the Study Director, were auot examined histopathologically. The speci-
fic cause of death could not be determiaed. Among the males dosed with
1000 mg/kg/day of the test article, animal #30961 died during study week
8. Necropsy disclosed a frothy red fluid in the trachea, congested lungs
aod red fluid in the thoracic cavity. Animal #30965 died duriog study
Wweek 7 with no internal abaormelities and animal #30982 died during week
5 with congestion in the azygous lobe of the lungs, reddened lining and
red fluid ia the trachea and white friable material in the urinary
bladder. All of the group 7 males that died showed uo abuormal clinical
s{gus prior to death and the specific cause of death could not be detear-
mined. However, the aforementioned pulmonary findings were not incon-
sistent with techaique-related aspiration of test article.

Among the parental female rats, ao mortality occurred in groups

l, 5 and 6. A total of six females died on 8tudy: two, three and oane ia

191-900




(A

[nternational Research & Development Corporation

Revised Page 17

groups 2, 4 and 7, respectively. One additional female rat ia group 3
vas sacrificed in extremis. Following is an itemization of parental
female mocrtality: 1Ian group 2, animal #31015 died with ao visible amor-
malities during study week 8. Postmortem examinatioan ravealed cougested
lungs, reddish clear fluid in the thoracic cavity and a | cm tear in the
esophagus. The cause of death was determined to be intubation error.
Animal #31029 (group 2) died during study week 1l with hair loss oa the
forelimbs. Necropsy disclosed congested luangs. In group 3, female
#31034 had numerous clinical observations including vet matted anogenital
haircoat, loss of righting reflex, dyspaea, hypoactivity, apparent
hypothermia and emaciated aand moribund appearance. This animal was
sacrificed in extremis during week Ll and appeared normal internally. 1In
group 4, animal #'s 31074 and 31082 both died with ano visible abaor-
malities duriog study week 8. The former animal was normal internally
while the latter had congested lungs and a small amount of green mucoid
material ia the intestines. Animal from the same group died during study
week 9 and also had no extermal clinical observations and cougested
lungs. In group 7, untreated female #31138 died with no apparent abanor-
malities during week 6. Necropsy revealed red fluid and material
(presumably blood) in the lungs and thoracic cavity; cougested lungs,
bronchi and thymus, and severe clotting arouund the anterior heart and
great vessels. With the exception of the group 2 female previously men-
tioned, the cause of death could not be determined for any of the females
that died on study, However, the aforementiocued pulmonary findings were
aot inconsistent with techaique-related aspiration of test article.
Administration of B0547-0l had no effect om the appearance or be-~
havior of male rats at any dosage level. Some of the observations noted
occasionally in one or more study groups included hair loss oan the fore-
limbs, hindlimbs, veatral abdominal aad inguinal regilons; red or black
material around the eyes; scabbing oa the head, neck, shoulders aand fore-

limbs; anogeaital matting; excess salivatiom, and cespiratory rales.

191-900




[nternational Research & Development Corporation

Page 18

No abnormalities attributable to the test article were anoted in
the estrous cycling of females treated at 250, 500 or 1000 mg/kg/day.
Occasiaonal observations of prolonged periods of estrous and diestrous
were observed in all study groups iacluding the contrcl group. X

The only apparent test article effect in females dosed with
B0547-01l was excess salivation in the 1000 mg/kg/day group (group 4).
Additional observations of hair loss omn the forelimbs, ventral abdomen
and ventral thorax, respiratory rales and dry black or red material
around the nose occurred randomly among the study groups.

No abnormal postmortem observations were recorded for any treated
female at either the gestation day 13 or lactation day 21 (weaning)
uterine examinatioas. Untreated females in groups 1, 5, & and 7 had no
meaningful necropsy observations.

A total of four female rats failed to deliver 25 days after
separation from males and were sacrificed: onme cach in groups 2, 3, &4
and 5. Upon necropsy, all rats appeared normal internally and all but
one (group 4) were nongravid.

2. Body Weights

Summaries of weekly group mean male and female body weights prior
to mating are presented in Tables 3 and 5, respectively. Individual
values are presented in Tables 4 and 6. A summary of group mean maternal
body weight change during gestation and lactation is presented ia Table 7
and individual values are presented in Table 8.

Administration of B0547-01 at the level of 1000 mg/kg/day caused a
slight body weight depression in male rats throughout the measured study
interval. These data did not indicate a cumulative toxic effect but

rather a consistent body weight differential between the group 7 high dose
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and control group animals, This difference fluctuated between 2.97
(study week 3) and 7.3% (week 9) and averaged about 4.9Z. No effects on
male body weight attributable to treatment with BC547-01 were evident in
groups 5 or 6. Body weights in groups 2, 3 and 4 were similarly com-
parable to those. in the control group.

Mean weekly body weights of treated females in groups 2, 3 and-4
did not indicate a test article effect at any dosage level. Fluctuations
in these values, relative to those in the control group, were present in
group 3 during'study week 10 and group &4 during study week 12. However,
these means and the corresponding control means were based on oaly one or
two animals each, thus negating any valid comparisuns between the groups.
Weekly mean body weights of the untreated females in study groups 5, 6
and 7 exceeded the control values during all study weeks measured.

Mean maternal body weight gains of females treated with B0547-01
at levels of 250, 500 and 1000 mg/kg/day were comparable to respective
control values during all intervals of gestation and over the entire
gestation period. Slight depressions in maternal body weight gain were
present in group 3 during the first interval of lactation, days 0 to 7,
and over the entire lactation period, days O to 21. However, similar
data were not existent in group 4 and the values were considered random
in origin. No other abnormalities in body weight gain were present in
groups 2, 3 or 4 during any interval of lactation (lactation days Q0 to 7,
7 to 14 or 14 to 21) or over the entire lactation period (days 0 to 21).

Mean maternal body weight gains of females im group 7 were
slightly depressed relative to control values from gestation days 13 to
20 and 0 to 20 and from lactation days 0 to 7. However, because these
females were not treated and because the values were within the normal
range of variability for this species, no relation to the test article

was assumed. The remaining body weight values for this group and for
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groups 5 and 6 throughout gestation and lactation were all comparable to

respective control group values.
3. 13-Day Uterine Examination Observatioas o

A summary of group mean maternal 13-day uterine examination
observations is preseated in Table 9 and individual values are presented
in Table 10. A summary of historical control values is preseated ina
Appendix B.

When administered to female rats at dosage levels of 250, 500 and
1000 mg/kg/day, the test article had no effect oa any of the l3-day
uterine examination parameters assessed on this study. The mean values
of corpora lutea, total implantatioms, postimplantation losses and viable
embryos were all comparable in groups 2, 3 and 4 to group l coantrol
values.

. Among the untreated females mated to male rats treated with the
test article, a slight increase in mean postimplantatioan loss was noted
at the highest dosage level (group 7). This value lacked statistical
significance and similar findings were not noted in groups 5 or 6.

No biologically meaningful or statistically significant differen-
ces were noted in the mean numbers of corpora lutea, total implantations
or viable embryos in groups 5, 6 or 7 when coupared to respective group 1
coatrol values.

4, Parturition and F} Litter Observations

A summary of gestation and lactation data is presented in Table
11. TIandividual data are presenced in Table 12 and a summary of histori-
cal control data is presented in Appendix B.

The fertility indices of females dosed at the 250 and 300
mg/kg/day levels (groups 2 and 3) were reduced relative to the conmtrol

value. However, both data were within the range of the historical

control and similar fiadings were not noted in group &. Further, the
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reduced pregnancy success rate present amoag the untreated males in groups
2 and 3 may have contribucted to the decrease in female fertility: no
relation to treatment with BOS47-01 was assumed. The pregnancy rates of
females in groups 3, 6 and 7 were not notably different relative to Ihe
control value.

Administration of the test article to male rats had no weaningful
effects oan male fertility at any dosage level. A slight reduction in
male fertility was noted in group 6 (500 mg/kg/day). However, this value‘
was within the range of variability for this species and a similar
finding did not occur at the high dose level. The group 6 value was coun~
sidered due to biclogical variation.

The mean gestation length was comparable in all dosage groups
(treated and untreated females) cto the control group. No differences-at-
tributable to treatment were evident in any study group, when compared to
coatrol values, cregarding the mean aumbers of stiilboran pups. Mean
viable litter size (live borm pups) was slightly reduced in groups & and
7 when compared to the control group. A similar effect did not occur in
groups 2, 3, 5 and 6. '

Oral administraﬁiou of B0547-0l to either male or female parental
cats had no effect on the survival of ensuing offspring om days O, 7, L4
or 21 of lactation. Slight depressions in pup survival were noted in
groups 3 and 4 on lactation days 0 and/or &. However, all values were
within historical ranges and no consistent patterns indicative of a
treatment effect were evident.

) The mean body weight of F] pups on days 0 and 4 of lactation were
aot meaningfully different in study groups 2 through 7 when compared to
group 1 values. Slight to moderate reductions in mean pup weight were
evident in the highest female dosage group (group 4) on lactation days 7,

14 and 2! (male and female pups). The day 7 value was below the range
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of the historical control and the day l4 value was statistically sigaifi-
cant at p<0.05. Slight depressions in pup weight were also preseat in
groups 2 and 3. However, the differences from respective coatrol values
were minoc and no relation to creatment was adsumed. N

No biologically meaningful abnormalities in mean pup body weight
were evident ia groups 5, 6 or 7 during any measured interval of lac-
tacion. The day 21 female body weight ia group 7 was significautly
higher (p<0.05) than the coantrol value but no treatment effect was sug-
gested.

Observations at birth and throughout Llactation EaiLe& to disclose
any abnormalities in parturition or ia parental nesting and aursiag behav-
ior in any study group. There were no notable trends regarding abnormatl
appearaace or behavior of F| pups during lactacion ia any study group.
One or two pups each in groups | and 4 appeared bluish on lactationm day
0. A total of 18 F| pups that died during lactation were necropsied:
two each in groups l and 4, three each in groups 2 and 6 and four each in
groups 3 and 5. HNo internal abnormalities were preseat in any of thege
pups.

5. Uterine Examination Observatioas at Weaning

A summary of group mean maternal utecine examination observatioas.
at weaning and post weaning is presented in Table 13. Individual data
are preseated in Table 14 and a summary of historical coatrol values is
preseanted in Appendix B.

Moderate reductions in the mean numbers of implantation sites
with correspoading reductions in the mean numbers of delivered pups were
present in the two groups dosed at the 1000 mg/kg/day level (groups 4 and
7). These data indicate a possible test article effect on ovulation,
fartilization and/or nidation ia group &4 or on spermatogenesis, fertiliza-
tion and/or nidatioa in group 7. The mean aumbers of remaining implanta-
tion sites (implantatioas not corresponding to delivered pups) were com
parable in all treated groups to the coatrol group; ao discernable effects
oa embryogaic or fetal developmeat were evident.

et ——
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DLSCUSSION AND CONCLUSION

Survival was 100Z in groups 1 and 5. Oune male in group 6 and three
males ia group 7 died with no external abnormalities and of no appareat
cause between study weeks 3 and 10. Postmortem observations noted among
these animals included lenionu‘and stones in the kidneys and ia CQP asso-
ciated organs of the urinary tract, fluid ian and reddening of the trachea
and congested lungs.

Two females in group 2, three females in group 4 and one female in
group 7 died on study from weeks 6 to 11. One additionmal group 3 female
with numerous clinical abunormalities was sacrificed in extremis during
study veek 1ll. No iaoternal abnormalities were evident upon necropsy of
this animal. Postmortem examination of the females that died on study
disclosed occasional observatioas of cougested lungs, fluid in the thora-
cic cavity, mucoid material in the intestines and red clotted material
(presumably blood) around the cardiopulmonary organs. One female in
group 2 had a 1 c¢m Cear in the esophagus and presumably died as the re-
sult of iatubation error. The cause of death could not be determined for
the remaining animals. However, the postmortem findings from several
animals were not incomsistent with aspiration paeumonitis.

No changes ia appearance or behavior were evident ia any group of
male rats treated with B0S47-0l. Observations such as hair loss and/or
scabbing (limbs, shoulders, inguinal and abdominal regions), red or black
material arouad the eyes, matted haircoat, and excess salivation wvere
asoted occasionally in onme or more study groups. Females responded to
treatment with B0547-0l with slight increases in excess salivation in
group 4 (1000 mg/kg/day) omly. No other meaningful abnormalities in
appearance or behavior were evideat among treated females. Necropsy
observations of treated females were comparable ia all dosage groups to

the coatrol group.
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A slight depression in weekly male body weight was present throughout
the measured period im the 1000 mg/kg/day group (group 7) only. No
effects‘on male body weight were evideant in groups 2 through 6.

Treatment with B0547-01 had no definite influence on weekly female" body
weights at any dosage level. Slight depressions were present in groups 3
and 4 during study weeks 10 and 12, respectively. However, mating and
mortality had reduced the sample size in each group to only two rats
each, thus valid :omparisoﬁa could not be made. Analysis of mean mater-
nal body weight data failed to disclose a definite treatment effect on
maternal body weight gain in any study group. Slight depfessions in body
weight gain were noted in group 3 from lactation days O tu 7 and 0 to 21
and in group 7 from gestatiom days 13 to 20, O to 20 and lactation days O
to 7. The fluctuations present in the former group were not replicated
at the next highest dose level and were considercd of random occurrence.
The depressions preseat in the latter group were not large enough to be
congidered meaningful.

Treatment with B0547-0l to either male or female rats at dosage
levels from 250 to 1000 mg/kg/day had no meaningful effects on any of the
uterine examination parameters. A slight increase in postimplantation
loss occurred in group 7. However, this value represented treated males
oaly, lacked statistical significance and was within historical control
ranges. Further, concurring data were not present at weaning uterine
examination; no relation to treatment was assumed. The mean postimplanta-
tion loss in the remaining groups and the mean numbers of corpora lutea,
total implantatioas and viable fetuses were uniform in all study groups.

No meaningful differences indicative of a test article effect on
either males or female fartility were present in the treated groups when
compared to the control group. Slight variations were noted in some of

the groups but were considered due to biological variation. The mean
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gestation length and mean numbers of stillborn pups were uniform in all
study groups including the control group. Slight reductions in the mean
numbers of liveborn pups were present in both groups dosed at the 1000
ng/kg/day lavel (groups & and 7). These findings were substantiated by
observations of reduced total implantations at the lactatioa day 21
(weaning) uterine examination., No effects on liveborn litter size were
noted iz any group dosed at 250 or 500 amg/wg/day.

Pup survival indices during lactation were nct meaningfully different
in the treated groups relative to concurrent and historical control
values,

The mean body weights of pups born from females dosed at 1000
mg/kg/day were wmoderately reduced oan lactation days 7, 14 and 21 (pups of
both sex). The day 7 value was outside the range of the historical
control and the day 14 value was statistically significant at p<0.05.

Pup weight values were also slightly reduced in this group on lactation
days 0 and 4 but the differences were not large enough to be considered
meaningful. No other effects on mean pup body weights attributable to
treatment were present in any other dosage group during the measured
intervals of lactationm.

Analysis of the lactation day 21 (weaning) uterine examination data
indicated that reductions in total implantations present in groups & and
7 resulted in the dacrease in live pups noted at parturition. These fin-
dings suggest a possible test article effect on the processes leading to
and including nidation, i.e., spermatogenesis, ovulation and fertiliza-
tion. However, because no influences on corpora lutea or toctal implan-
tations or viable embryos were evident in the gestation day-13 uterine
examination data, the eﬁfec:s of treatment with B0547-01, if any, were

dubious.
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The mean oumbers of implantacion sites not correspouding to delivered
pups were comparable in all dosage groups to the coatrol group. No
effects on emdryonic or fetal developmeant were observed.

In conclusion, treatmenc with B0S47-0l to female Charles River EOBS'
CD® racs at 1000 mg/kg/day probably reduced the body weights of offspring
from days &4 to 21 of lactaction and may have depressed the mesan aumber of
implancations by an effect on dvulation, fertilization or implantacioa.
V'Tre;:mcnc of mala Charles River COBS® CD® rats atc the <2me dosage levael
may also have influenced spermatogenesis, fartilizacion or aidacion as
evidenced by a reduction in total implantacions. Howevar, a detlulce
treatment related effact vas dubious. Treatment wvith B0S47-0l to either
male or female rats had no effeccs on fertility or reproductive perfor—
mance at dose levels of 250 or 500 mg/kg/day.

To the best of my knowledge, there ware ao significant deviations
from the Good Laboratory Practice Regulations which affected tha quality
and integrity of the study. This study was conducted in conformance with
the Good Laboracory Pr;c:ica Regulations. This report accurately

reflects the raw data obtained during the performance of the study.

L EF

Dace

ant Director, Toxicology
" Division and Director of
Reproduction and Teratology
Study Director
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TABLE I, Anatysis ot Estrous Cycia Observations
Finding 80547-01 mg/kq/day (Group Number)d

In ) 0 (Control) (1) 250 (2) 500 (3) 1000 (4)
Pariod No, s No, b3 Mo, g No, It

Untreatsd Premating Perlod

Long Diestrous 3 12,0 ] 24,0 4 16.0 2 8.a
Long Estrous 2 8.0 2 8.0 2 8.0 ] 0.0
Long Post-estrous ! 4.0 1 4,0 0 Q.0 Q 9.0
Irregular Cycie 0 9,0 ! 4,0 Q 0,0 [o] 9.0
Treated Premating Period «
Long Olestrous 10 40.0 i 44,0 6 24,0 5 20,0
Long Estrous 2 8.0 2 8.0 2 8.0 ' 4,2
Long Post-estrous 1 4,0 0 0.0 o) 0,0 0 0,0
lrregqular Cycle 2 8,0 2 8,0 1] g.0 1 4,2
Mating Perlod
Long Dlastrous 2 8.0 2 8.3 2 8.0 3 13.0
Long Estrous 0 0,0 o] 0,0 Q 0.0 0 0,0
Long Post-sstrous 0 0.0 0 0.0 0 10,0 ] 0,0
trregular Cycle Q 0.0 0 0,0 Q 0.0 0 Q.01

40niy temales dosed

Long Dlestrous - Diestrous greater than 5 consecutive days

Long Estrous - Estrous greater than | day

Long Post-estrous - Post-estrous greater than | day

Irreguiar Cycle = Other deviations from normal estrous cycle l,e,
Post-Post-E, E-DI-E, Post-D(-Post, E-Pro-Post

Pro = Proestrous

01 - Ofestrous
E - Estrous
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TABLE 4, Individual Weekly Male Body Weights

Group Number,
Tast Article,
Dosage Level, Study Week

Mate Number o 1 2 3 4 b -] 7 3 B L9} 1T \ve

(1),
0 mg/kg/day (Control):

30809 179 227 2716 312 A3 373 »6 418 433 435 449 454 453
o810 205 266 319 »9 400 432 469 501 526 517 547 $92 554
8t 188 244 92 3 33 408 43 452 473 467 484 482 500
30812 184 2% 286 324 »5 B8 412 424 437 445 460 466 475
30813 189 249 n? M\ 380 413 437 459 482 494 303 517 532
10814 208 267 319 358 »8 428 457 478 504 497 519 537 533
0815 211 278 330 374 416 441 468 434 513 518 526 550 555
0816 138 256 314 %1 401 437 457 473 488 499 494, 508 504
30817 192 244 284 X2 329 »Bo 372 81 403 400 424 442 444
30818 196 248 292 324 34 8a »8 408 425 423 432 415 437
819 195 265 323 375 413 430 478 500 S1S 520 544 562 471
30820 190 248 X6 A5 77 412 437 456 475 459 483 501 520
30821 207 260 b t}] 40 578 409 439 457 468 466 482 494 508
0822 184 251 31 3s8 410 a43 470 a9t 516 518 540 568 576
36823 180 224 251 3018 337 %5 37 404 4293 a7 426 453 460
30824 185 252 307 p 1 »3 422 450 465 482 489% 432 503 522
30825 130 246 259 3 377 414 448 456 488 500 527 541 557
0826 210 274 328 574 419 457 437 497 525 522 534 556 560
0827 195 253 3 344 84 420 448 464 4393 487 511 533 542
. 30828 170 223 262 297 331 3351 369 »3 413 402 418 426 427
" 20828 172 228 riki 324 355 »1 412 428 440 452 453 466 472
3080 211 278 333 376 412 446 480 505 535 529 557 578 203
30831 184 242 289 326 352 340 »6 »a 415 420 429 450 453
308 32 181 223 260 288 37 337 351 64 bR 377 83 »6 59
30833 189 261 313 353 37 415 429 442 462 454 474 439 %00
2y,
80547-01,
230 mq/kg/day:
3084 138 256 315 352 b3 409 437 458 487 470 486 497 487
308 35 204 269 328 379 422 460 486 491 525 527 516 554 569
0836 1653 222 270 319 ¥5 30 408 425 445 440 456 466 470
30837 165 218 260 283 316 333 331 %63 a1 386 89 X3 400
30838 182 249 24 330 %8 4 422 437 459 46Q 471 489 437
0839 203 278 38 377 421 458 483 510 sS4 524 535 549 557
30840 199 265 319 %4 - 403 434 468 483 492 499 507 523 526
0841 191 267 p31} 380 437 482 518 55Q 583 571 594 627 648
30842 200 266 324 »9 433 480 524 553 532 580 618 608 641
30843 197 271 337 82 433 473 509 527 5350 563 571 576 594
30844 196 261 316 »1 400 430 451 4709 495 498 518 534 544
308435 201 265 328 %68 409 435 459 481 496 505 521 537 341
30846 178 246 23 329 372 »7 433 447 487 453 465 468 500
30847 214 258 305 32 370 88 405 417 426 417 440 456 460
08438 165 221 236 291 330 3N »0 420 440 440 468 474 480Q
30849 206 255 mn 56 »6 422 459 475 503 437 509 519 542
30850 166 218 269 08 3% 372 443 404 42 416 441 463 479
30851 205 274 321 356 2 421 414 455 467 478 486 494 5Q7
30852 174 248 298 334 54 %0 465 434 4% 441 487 473 479
30883 183 246 304 35Q 400 49 422 480 503 519 532 548 5%6
30854 205 236 20 326 7 407 423 444 460 444 467 4717 184
30855 . 199 255 323 375 414 462 483 513 530 519 533 556 56Q
30856 191 253 304 332 364 \6 400 416 426 431 448 466 469
30857 178 236 284 318 358 379 404 421 442 442 455 477 490
308358 213 259 32 355 89 415 427 448 461 461 486 50% 540

191-900




TABLE 4, Cont,

Individual Weekly Mala 3ody Walghts

Group Number,
Test Article,

Dosage Level, Study Week

Male Number o] T Z 3 d 3 [ 7 ] 3 1] TT Tr
5,

80547-Q1,

300 mg/kg/day:

50859 195 262 34 357 388 416 430 463 430 477 482 470 494
30860 193 252 307 45 184 413 441 457 490 482 499 495 51%
30861 188 253 b)) 333 400 438 472 505 532 511 533 542 542
30862 181 236 217 318 342 373 398 419 429 435 455 4753 48Q
30863 177 237 286 332 364 402 429 459 490 500 519 537 533
30864 201 268 322 360 408 433 458 485 439 489 508 329 537
30865 200 250 32 M47 88 at17 437 152 445 451 468 492 503
30866 167 228 266 03 347 268 395 417 434 444 46 482 483
30867 168 215 260 290 313 M0 %0 373 392 389 41 429 438
30868 191 257 318 364 403 438 470 492 514 513 332 554 556
30869 174 226 272 304 329 364 379 a9 a07 403 410 424 431
30870 177 233 282 3y 359 316 99 424 444 436 471 486 490
30871 199 248 288 319 349 370 388 402 417 417 434 444 454
30872 178 247 295 340 379 410 44¢ 470 493 494 514 534 540
30873 196 258 306 355 339 418 444 464 478 471 a7s 500 43Q
30874 186 246 292 337 374 333 421 454 469 +64 485 5G0 5Q%
30875% 176 242 290 326 35Q 370 81 417 447 445 467 479 475
30876 177 239 293 M7 288 418 443 464 484 493 300 17 534
30877 184 247 290 333 63 89 418 435 454 450 463 472 432
30878 196 248 - 284 3 342 366 81 87 402 %8 411 422 433
30879 170 227 265 294 321 35Q N 88 403 491 423 435 431
30880 185 248 299 346 381 410 432 458 479 469 430 513 525
30881 177 221 266 7 342 378 403 421 445 449 475 488 504
30882 199 258 Q1 34G 370 401 422 443 46Q 463 477 497 506
30883 172 234 283 329 354 579 407 420 445 445 467 483 496
(43,

80547-01,

1000 mq/kq/day:

30884 196 255 298 332 360 33 418 429 447 448 464 470 479
30885 168 162 234 277 31% 41 360 372 37 385 406 417 421
30886 180 247 Q9 366 414 458 487 519 551 350 573 57% 587
30887 191 265 327 81 419 458 482 502 327 482 520 545 556
30888 218 237 341 388 431 463 503 524 553 549 559 567 586
30889 165 204 247 278 311 338 361 374 391 395 31t 420 43
30890 186 247 290 332 363 376 415 440 456 453 476 491 303
30891 171 231 286 324 353 412 390 413 433 433 446 498 479
30892 190 255 00 2 384 376 433 463 484 474 498 509 527
30893 200 254 23 326 354 %6 92 412 421 423 436 449 4354
30894 198 252 286 319 348 372 385 401 424 420 433 438 445
308953 168 227 275 311 M40 368 »7 412 430 428 443 450 453
30896 206 274 330 373 407 429 449 468 486 479 496 501 S03
30897 210 276 329 369 409 428 460 478 490 4848 521 534 560
30898 186 246 291 328 352 441 87 X8 424 426 436 444 439
30899 178 234 279 318 M6 377 399 418 444 442 461 455 455
30900 215 274 318 330 184 378 421 435 439 431 43Q 457 459
30901 21% 2893 329 373 403 404 448 465 488 472 432 501 305
30902 190 254 299 342 378 421 426 446 458 455 470 483 496
30903 214 273 322 363 400 401 451 462 434 483 495 518 523
30904 200 264 308 336 372 425 422 441 454 454 479 496 5Q9
30903 197 256 304 344 81 406 430 457 470 474 438 499 313
30906 199 265 316 359 »®1 415 438 452 471 461 478 498 454
30907 199 266 314 364 410 436 463 489 514 528 548 555 568
30908 204 275 332 a1 430 472 504 538 566 561 568 584 577
191-500




TABLE 4, Cont,

Individual Weekly Male Body Waights

Group Number,
Test Article,
Oosage Levsl,

Study Week
Male Numbaer ] T 2z 3 q 3 [ 7 8 3 10 T T
(s,
80%47-01,
250 ma/kg/day:
30909 195 256 06 348 398 425 456 490 508 513 531 552 963
30910 196 262 313 362 b2} 422 453 4567 488 480 503 509 6
309t1 174 277 290 333 379 41% 437 453 463 468 484 501 311
30912 180 237 287 320 358 389 414 431 447 448 470 489 496
30913 174 227 2N 304 338 364 8 411 439 433 446 455 473
30914 197 261 323 368 419 450 473 500 530 522 542 571 579
30515 177 236 283 323 356 »2 423 441 468 467 41§ 487 482
30916 179 27 276 PR 337 367 383 406 418 412 429 4% 448
30917 165 213 263 290 332 363 386 4135 437 434 457 469 482
30918 194 262 3 358 400 433 465 489 513 500 512 330 340
30919 200 251 294 338 379 409 436 452 43Q 430 438 501 329
30920 199% 263 320 266 410 443 476 510 54| 540 555 563 574
30921 193 260 318 361 389 428 459 432 506 517 534 543 567
30922 181 243 292 3xa 374 409 427 462 478 486 541 33 548
30923 181 234 273 4. 335 363 a7 406 431 428 435 a7 412
30924 196 262 320 369 413 450 483 513 541 538 559 573 28
30925 199 258 303 244 374 411 433 451 473 472 489 50% 503
30926 180 227 275 315 342 m 993 410 4490 438 467 436 498
30927 198 256 301 335 %8 393 412 431 440 436 450 461 464
30928 174 228 277 mn pLY. 373 99 414 432 424 434 443 452
30929 192 253 295 326 362 386 414 430 453 445 458 4381 435
30930 203 252 297 335 367 389 415 429 441 435 450 466 471
30931 199 253 306 339 4 399 423 444 452 463 4381 481 434
30932 168 228 272 309 365 31 408 427 445 436 487 501 507
30933 177 230 280 326 368 %9 431 450 469 469 491 504 516
(6,
30547-01,
500 mq/kq/day:
50934 184 237 278 N7 340 358 379 388 409 405 434 428 4“3
30935 207 265 314 362 400 434 459 475 496 492 502 517 529
30936 130 254 0! 343 376 401 42Q 428 456 456 496 501 509
30937 188 256 313 362 NS 421 450 476 493 433 517 530 525
30938 174 229 283 322 360 »1 399 437 457 458 472 478 434
30939 200 255 a b 332 369 K7 391 440 449 457 476 439 433
30940 187 253 304 354 382 416 459 478 504 494 524 542 957
30941 189 251 298 351 386 415 43 456 483 477 493 497 437
30942 182 244 2995 332 360 352 362 395 421 421 Oled
30943 209 269 316 34Q 372 400 418 439 433 455 475 438 4995
30944 213 293 351 400 433 477 519 550 382 582 607 630 625
30945 . 178 2495 306 339 407 440 462 493 %09 504 541 559 577
30946 200 261 316 362 409 439 459 439 507 520 931 557 557
30947 199 253 3 330 352 3717 N1 398 411 403 b1 421 426
30948 203 265 31 351 37% 99 428 442 466 459 468 486 439
30949 214 256 324 362 98 427 452 461 469 470 434 428 490
30950 201 270 330 378 430 461 4993 513 543 552 573 89 593
30951 206 268 318 365 8 432 453 460 481 432 499 508 513
30952 184 244 2998 338 370 »6 421 439 455 444 479 433 508
30953 189 241 283 319 M4 372 401 399 416 410 433 449 443
309%4 206 269 320 363 404 438 460 481 496 482 505 3509 518
30955 190 251 296 337 316 392 419 438 452 459 478 491 4835
30956 208 283 359 389 43% 469 504 518 548 540 560 574 582
30957 183 250 299 344 379 403 435 451 4735 456 472 482 469
309%8 198 243 278 37 331 349 367 379 391 »s 407 414 400
191-900




TABLE 4, Cont,

Individual Weekly Male 3ody Weights

Page 43

Group Number,
Tast Article,

Oosage Level, Study Week
Male Number T T Z 3 LS 3 [ 8 3 0 T T2
(N,
B80547-01,
1000 mq/%g/day:
309%9 177 228 273 x7 329 355 m 388 406 404 410 431 a»n
30960 170 217 274 3N n7 312 408 423 402 375 427 451 456
30961 171 220 258 296 330 357 »1 406 Oled
30962 176 230 219 328 365 91 424 442 466 469 493 509 S5t
30963 209 278 349 »8 444 476 510 53R 565 359 94 516 613
30964 2035 248 290 23 355 360 87 89 400 Ba 416 419 »2
30965 206 259 X6 343 368 87 41! Oled
30966 180 236 285 326 356 357 577 401 413 403 442, 467 474
30967 180 238 8% 319 6 335 372 88 B35 30 410 420 425
30963 172 226 263 291 327 351 379 »6 402 X6 417 424 439
30969 205 242 06 350 88 417 433 448 457 454 476 492 487
30970 187 230 279 08 331 348 572 388 B4 80 402 408 al4
30971 169 213 273 e 319 %4 4 415 425 419 443 450 456
30972 198 262 299 342 371 ns 426 441 451 434 474 487 486
30973 189 219 253 276 294 314 332 352 364 358 %35 »7 w7
30974 70 240 289 27 350 373 403 (3] 446 442 459 460 473
X975 176 207 268 01 M3 369 402 428 453 450 481 417 496
30976 186 244 295 331 375 411 436 463 487 480 514 526 516
30977 194 234 232 316 339 51 372 04 X9 406 4352 434 433
30978 194 252 299 M5 379 404 429 444 456 457 473 4835 4835
30979 201 263 325 316 420 469 500 526 530 520 542 546 559
30980 181 283 293 331 6Q 87 4006 423 446 443 46% 476 486
30981 i3 276 08 353 3712 401 421 433 448 442 466 474 468
30982 193 245 308 352 369 Dted
309835 203 258 pali] 249 82 406 433 4595 478 466 501 511 520
191-900

-
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TABLE 6. Individual Weekly Femala Body Weignts

Group Number,

Tast Article,

Dosage Level, Study Week

Female Number 6 . 7 ] 9 10 Hi] 12 T3 3

(1), -
0 mq/kg/day {Control):

30984 267 287 304 a
30985 221 230 2% a
30986 216 221 231 a
30987 223 229 240 a
30988 221 23% 238 254 s
30989 250 263 269 a
30990 233 250 258 2
30991 236 231 252 263 a
30992 251 264 273 280 a >
30993 223 236 245 a
30994 247 263 276 a
30999 240 255 266 a
30996 256 264 217 a
30997 223 230 234 246 a
30998 242 245 252 270 305 a .
30999 241 - 254 274 a
31000 218 228 233 a
31001 238 246 234 247 a
31002 231 252 258 a
31003 23 236 243 a
31004 238 250 254 259 280 294 373 b
31005 221 23% 248 2
31006 253 266 268 2711 a
31007 235 246 250 a
31008 2%9 281 290 a
(2),
80547-01,
250 mg/kg/day:
51009 229 243 259 a
31010 2% 253 25% 257 271 96 355 b
31011 230 242 233 a
31012 262 272 285 a
31013 266 278 290 294 337 350 an b
% 31014 2% 252 255 a
31015 232 23 240 Ot ed
31016 247 258 266 275 a
31017 23 243 250 a
31018 244 260 262 268 a
31019 225 238 245 a
31020 239 244 248 a
31021 234 243 261 a
31022 250 293 273 a
31023 234 249 260 s
31024 244 261 265 261 283 281 91 298 07
51028 228 239 247 a
31026 248 2%8 266 275 a
31027 225 236 245 a
31028 2% 248 269 a
31029 239 247 243 a
31030 243 249 249 a
31031 . 246 256 238 a
31032 228 243 251 a
31033 240 248 245 257 a

9tvidence of mating observed, weekly weights not required
BNo evidence of copulation, dam delivered, see gestation and lactation body weights (Table 8
CNo svidence of copulation, females sacrificed 25 days following seperation from male

191-3900




TAHLE 6, Cont,

individual Weekly Femala Hody Weights

Page 47

Group Numoer,
Tast Article,

Dosage Levei, Study Week

Famaie Numoer -1 7 ] 3 13 7T T2 Ty T3
(3,

80547-01,

300 mg/kg/day:

31034 222 2'8 241 178 152 d
31035 247 260 256 271 a

31036 253 264 273 a

31os? 240 250 2356 3

51038 251 263 269 282 a

51039 246 233 268 274 a

31040 227 239 2N 252 a

31041 233 230 253 254 a ~
31042 250 253 266 a

31043 249 263 269 ]

31044 238 28 234 268 -]

31045 227 240 247 a

31046 223 29 226 A

31047 261 217 276 a

31048 262 286 299 3 537 342 375 409 b
31049 231 247 236 a

31050 236 247 258 a

310391 243 253 258 a

5i052 225 236 244 a

531053 230 250 261 a

31034 243 250 252 239 a

310538 232 263 273 209 a

31056 234 243 258 a

51087 252 261 267 271 a

310358 251 268 278 a

(4),

80547-01,

1000 mg/kg/day:

310%9 2z7 221 240 a

31060 233 218 246 a

31061 251 253 250 255 a

31082 2453 259 249 a

31063 246 245 258 249 292 3
31064 233 261 274 a

31065 252 259 239 a

31066 248 257 266 a

31067 258 256 267 292 a

31068 251 260 272 261 285 506 402 b
31069 29 237 240 244 a

31070 221 230 234 a

3107 236 240 233 258 a

31072 233 222 243 266 500 287 293 293 296¢
31073 225 226 240 267 a

51074 252 246 233 Ol t

31073 246 262 270 a

31076 222 241 247 a

31077 252 264 273 272 a

31078 243 253 260 a

31079 246 258 267 a

31080 266 270 278 283 a

31081 245 267 273 -]

31082 29 253 Oi e

31083 255 258 264 a

%Evidence of mating observed, weekly welghts not requiraet

No avidence of cooulation, dam daiiveral, see gestation and lactation bodyweights (Tabie 8)
191-300 CNo avidance of copulation, femals sacrificed 25 days tollowing seperation from male

dSacriticed in extramis




TABLE 6, Cont, : lngividual Weekly Female Body weights

Page 43

Group Number,
Test Article,

Oosage Lavel, Study Week
Femaie Number A 7 8 9 Q T T2 TY Y S—
(5), -

80%47-01,

250 mg/xg/day:

mE;g'_u 234 249 23%6 a

51085 219 231 242 a

31086 241 251 259 a

51087 238 252 262 a

31088 . 248 266 284 282 8
31089 248 268 280 a

31090 230 264 278 a

31091 256 264 272 284 a
31092 245 262 289 a -
31093 243 259 263 278 a
31094 223 236 247 a

31095 243 2693 276 278 a
31096 236 246 252 261 a
31097 253 267 280 a

31098 241 255 273 a

31099 . 242 256 . 267 - a

31100 247 265 268 276 a
31101 261 281 299 a

31102 238 254 270 a

31103 257 . 278 292 298 a
31104 241 2595 274 280 a
311058 242 253 247 269 a
31106 229 233 242 a

31107 224 233 240 a

31108 245 258 269 a

(68),

80%47-01,

500 mq/ka/day: .
31109 231 2% 250 L}

31110 244 260 268 282 a
31111 226 239 2595 H)

31112 254 266 271 a

31113 242 254 263 a

31114 - 236 253 264 2

31118 241 260 27 a

31116 2% 254 258 273 2
31117 232 242 249 248 a
31118 240 233 269 a

3t1i9 23 240 252 a

31120 242 264 275 a

31121 252 246 253 a

31122 250 238 277 a

31123 252 265 27 217 a
31124 228 272 238 a

31125 253 273 283 a

31126 238 245 260 255 a
31127 247 263 273 287 307 296 308 363 )
31128 236 240 250 a

31129 251 273 277 a

31130 244 249 264 a

31 . 230 204 233 a

31132 249 264 268 282 307 334 b
31133 251 272 286 a

8Evidence of mating observed, weekly weights not requirat

PNo evidenca ot copulation, dam delivered, ses gestation and lactation in body wéights

(Tabie 8)

191-300




TABLE 6, Cont, indlvidval 4eekiy Fomals 3ody Weights

Group Number,
Test Article,

Dosage Level, Study Week
female Number ] 7 [:] 9 10 A T2 T3 |7 —
N,
80547-01, :
1000 mg/kq/day:
31134 229 281 249 254 a
31139 242 252 257 257 a
31136 236 249 259 258 a
31137 253 272 274 a
31138 24 Died
31139 228 240 247 a
31140 218 229 236 a
31141 244 261 27% a
31142 226 237 248 a ~
31143 219 239 254 a
31144 224 234 250 a
. 31149 258 273 285 288 s
~ 31146 251 262 269 279 a
31147 255 269 285 289 a
31148 2%8 274 291 a
31149 251 263 280 a
311350 229 244 250 a
31181 223 242 249 a
31152 243 255 267 a
31133 221 - 237 292 a
31154 247 262 290 a
31158 251 261 280 a
31156 225 240 252 a
31187 254 272 291 a
3118 256 273 263 a

2Evidence of mating observed, weekly weights not required

191-900
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individual and Group Mean Maternal Sody Weights

TABLE 8, OQuring GesTatlon and Lacration

Group Number,

Test Article, Actual Body Welght (grams)

Oosage Level, Day ot Gestation Day of Cactation

Dam Number 0 7 13 20 0 7 T2 37

N
o] rné/kg/day (Control) :

30984 30% 328 347 a

30985 250 289 308 384 284 31 332 311

30986 233 266 298 361 286 303 331 325

30987 284 281 308 a

30988 260 293 320 a

30989 277 317 543 a

30990 267 293 321 399 320 342 36Q 530

30991 262 281 302 373 296 307 324 321

30992 290 328 383 ats 333 349 370 337

30993 252 286 298 a

30954 289 306 330 a

30993 218 302 377 396 304 340 552 331

30996 290 303 325 396 308 320 350 3%

30997 250 283 310 386 279 312 336 297

30998 - 294 . 325 . - 347 20 325 366 T 312

9999 282 314 336 a

31000 281 268 272 a

31001 287 290 513 a

31002 268 " 301 331 a :

31003 247 281 299 376 297 310 33 310

31004 b 29 320 332 310

31009 293 283 502 366 282 3 322 297

31006 273 298 322 a

31007 264 302 340 a

31008 292 323 343 426 345 350 394 359
Mean 267 297 321 392 304 326 348 326
+5.0. 19.1 17.8 20,3 21,1 20.8 20.9 24,1 22.2

(2,

BOS47-01,

230 mg/kg/day:

31009 261 294 307 s

31010 b 717 306 319 310

31011 269 300 320 a .

31012 282 318 347 432 318 338 392 330

31013 b 336 356 390 361

31014 263 296 322 s

31013 Oled

31016 213 297 336 a

31017 264 291 34 350 297 317 322 325

31018 269 311 335 a

31019 250 n 294 a

31020 258 278 303 381 285 310 333 316

310219 263 270 271 a

31022 283 306 328 a

31023 269 303 37 a4 522 338 367 349

31024 b c

31029 297 290 308 a

31026 213 300 324 412 323 32 357 385

51027 : 245 212 283 363 278 308 321 303

31028 274 298 322 s

310299 264 272 Oled gestation day 11

31030, 297 274 298 367 283 3N 326 323

31031 257 284 285 a

31032 267 299 332 401 330 330 387 347

31033 262 288 310 373 301 318 33 319
Mean 265 294 317 388 309 323 343 330
+5.0, 10,1 15.2 16.9 27.6 22.2 15,9 23.2 18,1

3Sacriticed for 13-day uterine examination

bNo evidencs of copulation
C0Id nat deliver, sacriflced 2% days tollowing termination of mating (nongravid), not
included In calculatloa—of mean
dNongravld. nagt Included In caiculaticon of mean
191-900 S.0. = Standard deviation .




c - Individual and Group Maan Matarnal Body Heignts

- TABLE 8. Cont. Ouring Gestatiocn ang Lactation Page 352
e ———————

Group Number,

Test Articie, Actual Sody Weight (grams)

Oosags Level, Day of Cestarion Day of Cactatign————

Dam Number o] 7 I3 20 Q 7

(3,

30547-01,

500 mg/kq/day:

31034 Sacriticed

31038 280 07 319 403 333 336 351 332

51036 271 288 3N 359 329 i 345 332

31037 265 287 pot:} 386 302 308 338 33

31038 286 318 3523 7 c

31039 283 319 321 396 316 331 543 324

31040 25% 287 317 %0 319 336 338 323

51041 279 91 319 a

31042 272 297 320 9 304 328 360 330

310439 284 3N 36 a .

31044 256 306 338 a

31045 253 NS 308 a

31046 225 264 291 352 258 284 06 318

31047 273 293 318 s

31048 b 380 366 %8 49

310494 250 55 261 a

310%0 236 290 308 239 308 320 350 518

31051 ’ 252 278 29% A ’

31052 240 273 297 a

31053 269 31 322 421 311 319 351 M0

310544 265 285 283 a

31058 296 334 348 a

31056 254 293 324 a

31087 277 308 337 a

31058 217 302 318 378 302 316 338 326
Meaan 265 296 316 389 316 326 M4 331
*+s.0. 16,4 16,4 15,7 - 20,9 27 .4 20,8 16,0 1,3

(4),

8054701,

1000 m/kg/daz:

31059 236 271 283 a

J1060® 252 Dled .

31061 263 280 290 332 265 288 294 313

31362 279 X3 319 a

31063 280 203 328 a

31064 258 231 288 a

31065 244 270 287 a

310669 261 266 274 s

31067 288 333 340 44Q 376 368 %9 »s

31068 b 284 332 344 330

31069 249 269 288 358 278 313 323 323

3i070 228 W67 290 364 280 pa N 250

3T : 267 295 313 a

31072 b 4

31073 262 2353 311 a

31074 Died

3107% . 259 231 303 376 294 297 333 317

31078 24! 275 299 a

31077 280 3 338 a

31078 224 269 297 367 297 3 333 334

31079 X 270 a7 304 a

31080 93 34 348 432 324 42 359 358

31081 247 238 314 287 292 318 340 p3)

31082 Died

31083 257 01 330 400 298 124 353 337
Mean 259 288 309 384 299 319 339 336
45.0. 19.4 ' 18,5 19,9 35.4 31.3 24,0 28,6 28,668

LT

95acriticed for 13~day uterine examination
No evidence of copulation
€0ld not deliver, sacrificed 29 days following termination ot mating (nongravid), not
Included In calcylation ot mean
Nongravid, not Inciyded In calculation ot mean K
*Dam dled g-srarlm 3, pregnancy sratus unknown, not included In calculation of means -
Did not deliver, sacrificed 25 days following rermination of mating (gravig)

191-300 5.0, -~ Standard deviation




Indlvidual and Group Mean Matarnat 8ody delghts

TABLE 8. Cont, , Ourling Gestatlon and Lactatlon Page 53
Group Number,
Test Articie, Actual Body Welgnt ( grams)
Dosage Level, Uay of GasfafTon Uay of Cactation
Dam Number 0 7 [ <0 0 7 13 T
5,
80547-01,
250 gg/kg/daz: -
31084 267 303 317 s
31085 250 277 302 367 276 503 322 322
31086 250 290 315 3N 310 320 246 342
308y 269 302 322 a
Jtoas 285 306 341 a
31089 288 304 326 a
5109qQ 279 319 341 a
31091 286 316 331 3
31092 293 320 347 430 3n 352 364 . 366
31093 282 514 334 a
31094 245 274 3Q0 377 270 504 322 39
31093 282 302 31 a
31096 256 281 312 383 287 301 330 334
31097 280 510 33% a
31098 259 3 334 a
310999 270 314 311 a
31100 283 31 : 340 ‘396 337 348 : 350 331
51101 3039 522 329 370 3126 340 360 3
31102 276 307 322 423 304 359% 361 326
31103 309 349 383 a _
31104 283 321 360 422 513 312 ’ 332 314
31109 272 307 328 399 305 314 346 322
31106 243 280 300 380 280 315 322 3z
31197 249 255 263 263 [
31108 277 304 37 a
Mean 276 506 329 393 304 324 342 3
:5.0. 17.1 17.0 19,1 23.4 23.9 20,8 16,7 13.6
(6,
B80547-41,
500 m/kg/daz:
31109 248 2898 301 a
511104 20 - 325 . 335 a
31 259 291 304 a
31112 ) 287 308 b YA a
313 264 301 326 a -
31114 278 306 325 408 314 365 563 356
31118 274 303 323 406 jc8 33 362 327
31116 276 315 340 a
31117 254 286 300 558 288 306 3357 316
31118 272 300 325 a
311194 258 285 291 a
31120 217 316 33 400 315 320 544 320
31121 2%0 297 307 378 302 322 338 330
31122 YA} 302 328 L]
31123 290 308 333 402 319 330 364 356
31124 253 306 323 399 298 314 350 247
31123 301 332 333 437 327 353 363 542
31128 254 295 311 a
31127 b 315 340 349 317 {
31128 260 290 307 359 291 31t 342 39 |
31129 ! 294 313 333 a f
531130 265 290 314 186 296 310 347 38 |
31131 247 286 312 400 293 5334 353 344
31132 b 320 342 360 347
31133 293 332 357 a
Mean 270 303 323 394 307 59 351 328
*S.0. 16.0 13.5 15.6 22.8 12,7 17.7 10.3 28.0
8Sacriticed tor 13-~day uterine examinatlon
Mo evidence of copulation

€0ld nor deliver, sacriticsd 23 days tol lowing termination of mating (norgravid), nar
Inctuded In calculation of mean
Nangravid, not lacliuded iIn calculation of mean

191-900 S.0. - Standard deviation e




Page 354
' indlvidual and Group Mean Matsrnal Body Welghts

TABLE 8, Cont, . Ourlng Gestatfon and Lactation
Group Number, T
Test Articie, . Actual 8Sody welght (grams)
Dosage Level, Vay of GesTatlon Vay oF Tactatlon
Oam Number 9] 7 s 0 o] 7 T3 T
(7),
80547-01,
1000 mg/kq/day:
31134 263 281 504 367 296 315 328 318
31135 2N 301 323 L]
31136 276 279 303 a
3ns? 280 312 330 a
31138 Oled
31139 250 292 320 a
51140 237 259 280 a
31141 280 314 338 403 299 321 363 337
31142 248 281 308 3
51143 262 288 3C4 389 294 304 327 338
31144 254 298 317 406 3a0 318 340 306
31145 297 334 363 3
31146 286 314 342 400 331 328 353 346
31147 288 313 339 398 293 332 339 342
31148 291 322 349 430 319 343 374 340
£1149 : 283 31 333 404 307 322 340 T328
31150 264 plod 327 378 329 330 343 312
31181 253 273 298 a
31192 268 300 322 a
31133 254 . 282 308 347 292 297 - 303 310
31154 293 37 349 428 340 342 336 329
31155 286 314 329 365 313 333 352 348
3i1%6 254 283 304 a
31187 293 318 341 3
51158 284 319 349 a
Mean 271 301 524 393 310 324 341 329
*5.0, 17.2 19,1 20,2 23.0 16.8 14,1 18,5 14,9

3Sacr!flced for 13~day uterine examination
S.0. - Standard deviation

191-90Q
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TABLE 10, Individual and Group Mean Maternal Observations at 13-Day Uterine Examination

Group Number, First Second

Dosage Level, Male Male Embryos Early Post— Total Corpora
Dam Number Used Used Viable Nonviable Resorptions implantation Loss Implantations Lutea
(1),
0 mg/kg/day (Control):
30984 30809 - 16 0 2 2 18 . 20
30987 30812 - 12 0 1 1 13 14
30988 30813 - 14 0 1 | 15 15
30989 30814 - 18 0 0 0 i8 21
30993 30818 - 15 0 i 1 16 17
30994 30819 - 14 0 2 2 16 19
30999 30824 - 12 0 | I 13 13
31000 30825 - 15 0 1 i 16 17
31001 30826 - 6 0 0 ' 0 6 13
31002 30827 - 15 0 0 0 15 17
31006 30831 - 9 0 0 0 9 [l
31007 30832 - 16 0 0 0 16 16
Total - - 162 0 9 9 171 193
Mean - - 13.5 0.0 0.8 0.8 14.3 16.1
+5.D, - - 3.32 0.00 0.75 0.75 3.57 3.03
§.D. - Standard deviation P

- Not applicable
191-900
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TABLE 10. Cont. Individual and Group Mean Maternal Observations at 13-Day Uterine Examination

Group Number,
Test Article, First Second

Dosage Level, Male Male Embryos Early Post- Total Corpora
Dam Number Used Used Viable Nonviable Resorptions implantation Loss Implantations Lutea
(2),
B0547-01, '
250 mg/kg/day: ’
31009 30834 - 12 0 4 4 16 17
jioll 30836 - 14 0 0 0 14 15
31014 30839 - 14 0 1 1 15 15
31016 30841 - 12 o 4] 0 12 15
31018 30843 - 16 0 0 0 16 20
1019 30844 - 16 0 0 0 16 17
1021 30846 - Nongravid
31022 30847 - 14 0 3 3 17 19
31025 30850 - 14 0 1 1 15 15
31028 30853 - 13 0 2 2 15 16
31031 30856 - Nongravid
Total - - 125 0 11 11 136 149
Mean - - 13.9 0.0 1.2 1.2 15.1 16.6
+5.D. - - 1.45 0.00 1.48 1.48 1.45 1.88
§.D. - Standard deviation ,

- Not applicable

191-900




TABLE 10. Cont. Individual and Group Mean Maternal Observations at 13-Day Uterine Examination

Group Number,
Test Article, First Second

Dosage Level, Male Male Embryos Early Post- Total Corpora
Dam Number Used Used Viable Nonviable Resorptions implantation Loss Implantations Lutea
(3),
B0547-01, .
500 mg/kg/day: -
31041 30866 - 15 0 0 0 15 16
31043 30868 - Nongravid
31044 30869 - 16 0 1] 0 16 16
31045 30870 - 15 0, 0 0 15 15
31047 30872 - 11 0 1 1 12 13
31049 30874 - Nongravid
31051 30876 - R ¥ 0 0 0 12 12
31052 30877 - 16 ] 1 ' i 17 17
31054 30879 - Nongravid
31055 30880 - 10 0 0 0 10 15
31056 30881 - 18 0 1 1 19 20
31057 30882 - 14 0 0 0 14 14
Total - - 127 0 3 3 130 138
Mean - - 14,1 0.0 0.3 0.3 14.4 15.3
+8.D. - - 2.62 0.00 0.50 0.50 2.79 2.35
§.D. - Standard deviation ¢
- Not applicable
191-900 o
00
™
w
<0




TABLE 10. Cont. Individual and Group Mean Maternal Observations at 13-Day Uterine Examination

Group Number ,
Test Article, First Second

Dosage Level, Male Male Embryos Early Posgt- Total Corpora
Dam Number Used Used Viable Nonviable Resorptions implantation Loss lmplantations Lutea
(4), _
B0547-01, ' .
1000 wg/kg/day:
31059 30884 - 14 0 1 1 15 15
31062 30887 - 14 (4] 1 1 15 19
31063 3osss 30884 14 0 2 2 16 16
31064 30889 - 13 0 0 0 13 14
31065 30890 - 13 0 0 0 13 13
31066 30891 - Nongravid
31071 30896 - 13 0 0 0 13 19
31073 30898 - 14 . 0 0 0 14 14
31076 30901 ~ 14 0 I 1 15 15
31077 30902 - 14 0 2 2 16 17
31079 30904 - 13 0 1 1 14 15
Total - - 136 0 8 8 144 157
Mean - - 13.6 0.0 0.8 0.8 14.4 15.7
35.D, - - 0.52 0.00 0.79 0.79 .17 2.06
S.D. ~ Standard deviation ‘

~ Not applicable
191-900
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TABLE 11, Cont, Fy Summary of Gestation and Lactation Data

Pup Survival index (Lactation Days)

0 { 7 T4 21
Group Number, No, Live Pups No, Tlve Pups . tive Pups No, Tive Pups No. TTve Pups
Test Articie, at Day 0 at Day 4 B,R, : at Day 7 at Doy 14 at Day 21
Dosage Level, Tofal Born No,.TTve Pups Ne. TTve Pups No, ﬂ“<o Fups No, [Tve Fups
{ng/kg/day ) 4 at Doy O 5 at Day 4 AR,  § at Day 7 3 at Day 14 b4
tn, 177117 100,0 141 98,3 130/130 100,0 1307130 100,0 130/130 100,0
0 (Control) ,
(2), -
moummlo~.
250 144/ 146 98,6 140/144 97,2 105/105 100,0 105/105 100,0 1057105 100,0
(3,
mouumnc_. :
500 1457147 98,6 139/145 95.8 104/104 100,0 1047104 100,0 104/104 100,0
(4, ’
mcu‘w'o_.
100070 123/126 97,6 1197123 96,7 99/99 100.0 99/99 100,0 99/99 100,.0
(5),
80547-01,
25 145/148 98,0 H1/145 97.2 1037104 99,0 103/103 1000 1037103 100,0
(6),
mMWPwnc..
5 1827185 98.4 1797182 . 98,4 130/130 100,0 1307130 100,0 1307130 100,0
(1),
80547-01,
10000 . 146/147 99.3 144/146 98,6 106/ 106 100,0 1067106 1000 1067106 100,0
B.R, - Before Reduction
AR, = After Reductlon
ﬁoo=_< temales dosed
xoo:_< wales dosed
191-900 o
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TABLE 11, Cont,

Summary of Gestation end Lactatlon Data

Group Number,

Group Mean Body Welght (grams) of Llive Pups During Lactatlon (Lactation Days)

Test Article, [} N N 7 1T y4

Dosage Level, HaTe Fema leo
{mg/kg/day) Maan 5.0, Mean +5.D, Mean 15,0, Mean 15,0, Mean 5.0, Raan 150, Haan 15.0,
n,

0 {Control) 6,0 0.62 9.6 1,33 9.6 1.28 1,7 1,64 29,9 2,50 49,4 4.4 46.9 3,28
(2,

80541-01, _

250 6.0 0,55 9,4 1.24 9.4 1,26 14,7 1.15 79,8 1,04 49.4 2.92 48,0 3
3, .
B0541-01,

500 6.0 0.42 9.5 1,33 9.5 1.36 14,9 1,95 29,5 2.80 49.0 4,92 45,8 3,93
, .
B0541-01,

1000"0 5.9 0,41 9.3 0.51 9.3 0.55 13.8 0,73 27.5* 1,88 46,4 2.1n 44,7 2,92
(5)
B80S, m-o_.

250 6.3 0,50 10,0 1,03 10,0 0,99 15.6 1,15 31,0 2,09 50,6 2.93 49,6 2.96
6),
80547-01, :

500 6.1 0.34 9.3 0,73 9.4 o.M 4.7 1.03 29.8 2,14 50,5 2.91 41,5 3,25
n,
B0547-01,

100010 6.5 0,75 10,2 1.90 10,3 1.86 15,9 2,37 32.0 3,96 53,1 5,82 51,0% 6,00

B.,R, ~ Before reduction
AR, = After reduction
mcg: females dosed
xco:: males dosed
*Slgnlticantiy ditterent from control group; p<0,05
191-900
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TABLE 14, Individual and Group Mean Maternal Cbservations at #eaning

Group Number,

Tast Article, Total

Dosage Lavel, Implantation ) No, of Rema !
Dam Number Slites Pups Dell verad $lte

n, N
0 mg/kq/day (Control):

30985 16 ' 14
30986 13 n
30990 16 19
30991 16 14
30992 14 11
30993 14 13
30996 15 14
30997 16 16 1
30998 16 16 A 1
31003 15 15 |
31004 17 12
31Q00% 13 13
31008 14 13
Maan 15.0 15.6
+5.0., - 1,29 1.66
(2),
B8C347-01,
2350 mq/kg/day:
31010 : 0 10 (
31012 16 15 I
310138 18 18 (
31017 -] 6 (
31020 3] 14 l
3i023 13 13 (
51024 Old not dellver (nongravid)
51026 16 16 (
31027 14 14 G
31029 Oled
31C30 '3 12 1
31C22 16 13 b
31033 17 15 2
Mean 14,0 13.3 v
*5.0, 5.46 . 3.20 1
(3.
B0547-01,
500 gg/kg/dax:
31034° Secr! flced
3103% 15 15 Q
31036 4 4 4]
31037 16 16 Q
31038 Old not dellver (nongravid)
31039 19 13 2
31040 15 14 i
31042 14 13 1
31046 1% 15 4]
31048 16 13 3
310%0 17 13 2
31093 ' 17 17 0
31058 13 12 1
Mean 14,3 15.4 0
1s.0, 3.61 3.44 1,

mplantation s!tes not corresponding fo dei!vered pups; values repres
postimplantation loss and/or complete canniballzatlion
Sacritliced In extremis, no evidence of copulation, unable to determin
pregnancy sTatus
$.0. ~ Standard devlation
191-900
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TABLE 14, Cont, L indlvidual and Group Mean Matarnai Observations at Weaning
Group Number,
Test Article, Total
Dosage Level, implantation No, of Ramaini
Dam Number . Slites Pups Oalivared Sites?
(4),
80547-01,
1000 mg/kg/day: -
31060° Oled
31061 10 10 0
31067 15 13 2
31068 16 16 Q
31069 13 13 2
31070 13 12 i
510729 1 0 1
31074 Died
31073 13 12 1
31078 10 10 ~ Q
31080 15 15 0
31081 13 15 Q
31082 Diad
31083 16 12 4
Mean 12,3 11,3 1.C
*S.0. : 4,34 - 4,20 1.2
(3),
809%47-01,
250 mgq/kg/day:
31089 14 14 0
31086 " 9 2
31092 ’ 16 14 2
31094 14 13 1
31096 14 14 0
31100 14 12 2
31101 7 b) 2
31102 17 16 1
31104 19 17 2
31105 16 16 0
31106 18 18 2
31107 . Did not deliver (ncngravid)
Mean 14,5 13.5 LR
*s.0. 3.36 3,75 c.
(6, ’
B0S47-Q1,
300 mg/kg/day:
3114 13 14 !
31us 17 14 3
3inz 12 11 1
Jnae B 15 0
321 15 14 1
31123 15 14 !
31124 16 16 Q
31123 18 17 !
31127 16 15 1
51128 . 16 12 4
31130 16 14 2
31431 . 17 16 i
bRV 13 13 g
Mean 15.5 14,2 !
*5.0. 1.61 1,64 1

3 mplantation sites not corresponding to delivered pups; values

postimplantation loss and/ar compliete canniballization

Bgacriticed L\_sx?rsmls, no evidence of copulation, unabie Yo ¢

pregnancy status

€Died gestation day 3; unable to determine pregnancy status

d01d not delliver, sacrificed 23 days after separation from mat:
191-900 $,0. - Standard deviation
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TABLE 14, Cont, ! Individual and Group Mean Maternal Obsarvations at Weaning
Group Number, .
Tast Article, Total :
Dosage Levali, Implantation No, of Remaining
Qam Number Sites Pups Delliverad Sitesd
(7,
80547-01, -
1000 mg/kg/day:
314 149 15 -
31141 16 1] 1
31143 15 15 0
31144 15 15 Q
31146 14 13 {
31147 15 15 ]
31148 16 14 2
31149 15 14 |
311%0 ] 6 ~ 0
31153 b b] Q
31154 14 i3 {
31185 7 7 Q
Maan 12,5 12.3 0.9
*s.0. 4,27 5.86 0,69

Simplantation sites not corrasponding to deilvered pups; values reprs
postimplantation loss and/or comolete cannlibalization
SPups delivered exceeds total implantation sites, value exciuded from
caiculation ot mean
S.0. - Standard deviation
191-900 = Not applicabie
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APPENDIX A

Quality Assurance Inspections

ry1




Dates of Inspections

3/10/83
3/14/83
3/17/83
3/18/83
5/09/83
5/10/83
5/18/83
5/19/83
5/23/83
5/24/83
5/25/83
6/01/83
6/21/83
8/19/83
11/07/83
11/22/83

191-900

Quality Assurance lLaspections

Dates of Reports

Page

to Management and to Study Director

5/12/83
5/26/83
8/22/83
8/24/83
11/07/83
11/22/83

A ]
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APPENDIX B

Historical Control Data

191-900




[RDC Historical Control Data - Charles River COBS?® CD® Racs

Summary of Macernal and Fetal Observations at Cesarean Section

No. of animals in the historical control:

No. of animals that diad:
No. of animals that deliverad:
No. of animals examined ac Casarean section:
No. nongravid:
No. gravid:
No. of dams with resorptions only:
No. of dams with live fetuses:
Ho. of live fetusas/dam:
No. of postimplantation losses/danm:
No. of implantations/dam:
No. of corpora lutea/dam:

Fetal sex ratio: Male:Pemala
Mean fetal body weight (g):

[ ] - Range of means

191-900

10756

1758

1
6
1751
164
1587
8
1579
13.3(10.5-15.7]
0.8{0.3-1.5}
14.2(11.6-16.3]
16.0(13.7-19.7]

:10430
3.6(3.46-4.2]

Page 82
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APPENDIX ¢

Personnael [nvolved ig the Study

Pa




The following list of people

of various phases of cthis study:

191-900

Page

were responsible for the supervision

“

Unit Supervisor, Test Material
Control

Group Supervisor, Reproduction
and Teratology

Unit Supervisor, Reproduction
and Teratology

Group Supervisor, Test Material
Control

Report Writer, Reproduction and
Teratology

Assistant Director, Toxicology
Division and Director of
Reproduction and Teratolegy,
Study Director

Unit Supervisor, Reproduction and
Teratology

Assistant to the Director,
Reproduction and Teratology

Director of Laboratory Services




; A2 % " UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
i} . WASHINGTON, D.C. 20460
@ m‘x

William C. Kuryla, Ph.D. ' :

Associate Director, Product Safety _ OFFICEOF
Union Carbide Corporation TOXIC SUBSTANCES AND
39 Old Ridgebury Road .

Danbury, Connecticut 06817-0001

MAR 30 1995

EPA acknowledges the receipt of information submitted by
your organization under Section 8(e) of the Toxic Substances
Control Act (TSCA). For your reference, copies of the first
page(s) of your submission(s) are enclosed and display the TSCA
§8(e) Document Control Number (e.g., S8EHQ-00-000C) assigned by
EPA to your submission(s). -

’ 1e]] SWULIN) 134 e
to the reverse side

SUP¥ enty nforms and refer
page for "“EPA Information Reguests™ .

of this

All TSCA 8(e) submissions are placed in the public files
unless confidentiality is claimed according to the procedures
outlined in Part X of EPA's TSCA §8(e) policy statement (43 FR
11110, March 16, 1978). Confidential submissions received
pursuant to the TSCA §8(e) Compliance Audit Program (CAP) should
already contain information supporting confidentiality claims.
This information is reguired ‘and should be submitted if not done
so previously. To substantiate claims, submit responses to the
questions in the enclosure "Support Information for Confiden-
tiality Claims". This same enclosure is used to support
confidentiality claims for non-CAP submissions.

Please address any further correspondence with the Agency
related to this TSCA 8(e) submission to: .

Document Processing Center (7407)

Attn: TSCA Section 8(e) Coordinator .
Office of Pollution Prevention and Toxics
U.S. Environmental Protection Agency
Washington, D.C. 20460-0001

EPA looks forward to continued cooperation with your '

organization in its ongoing efforts to evaluate and manage
potential risks posed by chemicals to health and the environment.

Sincerely,

7 g A @gzw'

Terz R. O'Bryé&n ‘
Enclosure } 14, 5% /4 Risk Analysis Branch

| Recycled/Recyciable

(g% Prinied with Soy/Canoia ink on paper that
containg at least 50% recycled foer




Triage of 8(e) Submissions LY

Date sent to triage: NON-CAP
Submission number: l a L‘ 5 C{ A TSCA Inventory: N D

Study type (circle appropriate):
Group 1 - Dick Clements (1 copy total)
ECO AQUATO
Group 2 - Ernie Falke (1 copy total)
ATOX SBTOX SEN w/NEUR

Group 3 - Elizabeth Margosches (1 copy each)

STOX CTOX EPI GTOX

STOX/ONCO CTOX/ONCO IMMUNO CYTO NEUR

Other (FATE, EXPO, MET, etc.):

Notes:

THIS IS THE ORIGINAL 8(e) SUBMISSION; PLEASE REFILE AFTER TRIAGE DATABASE ENTRY

For Contragtor Use Only
entire document: @ 1 2 pages pages [FA ' l!ks

Notes:

consmroronas_ PSR l6[g5




CRCATS DATA:
cubmission # 8EHQ- ©AQ - 2453 skQ f

CECATS\TRIAGE TRACKING DBASE ENTRY FORM

@ - YES (DROP/REFER) RAT @

CAS SR NO NO (CONTINUE)

1t 1T RN

INFORMATION REQUESTED: FLWP DATE: VEEEI‘E[AEX ACTIONS:
0501 NO INFO REQUEST:D O ACTION RI PORTYD
IYPENT.BUPP FLWP 0502 INFO REQUESTED (TECH) 0402 STUDIES P ANNEDUNDERW AY
0503 INFO REQUESTED (VOL ACTIONS) 0407 NOTIFICATION OF WORKE R Q111 Ky
SUBMITTER naMe:. Unvan G och A8 0504 INFO REQUESTED (REPORTING RATIONALF) 0404 LARELMSDS (HANGH S
C, T SPOSITION: 0405 PROCESSMANDIL ING CHANGES
orQ acstiLan N REFER TO CHEMICAL SCREENING 0406 APPJUSE DISCONTINUED
CAP NOTICE , 0407 PRODUCTION DISCONTINUED
. 0408 CONFIDENTIAL
suB. DATE.__O9 Ia_a;,[qg OTS DATE: O"l!a"l[qQ CSRAD DATE: Ol[?)l[i;
: ,\ L l
CHEMICAL NAME: CAS#
Ha ~-34-5
INFORMATION TYPE: ' pLEC IN 0| . PFC INFORMATION TYPE: P K C
0201 ONCO (HUM4A' 01 02 04 0216  EPICLIN 01 02 04 0241 IMMUNO (ANIMAL) 01 02 04
0202 ONCO (ANIMAL) 010204 {73y HUMAN EXPOS (PROD CONTAM) 01 02 04 IMMUNO (HUMAN) 01 0204
0203  CELL TRANS (IN VITRO) 01 02 04 0218  HUMAN EXPOS (ACCIDENTAL) 010204 &3 CHEM/PHYS PROP 01 02 04
0204  MUTA (IN VIIRO) 010204 0219  HUMAN EXPOS (MONITORING) 01 0204 0244  CLASTO (IN VITRO) 01 02 04
0205 MUTA (IN VIVO) 01 0204 0220 ECO/AQUA TOX 010204 02s CLASTO (ANIMAL) 01 02 04
0, REPRO/SERATO (HUMAN) 01 02 04 0221  ENV. OOCCRELFATE 01 0204 0246  CLASTO (HUMAN) 01 0204
- gw) REPRO/TERATO (ANIMAL) ol 0222 EMER INCIOF ENV CONTAM = 010204 0247  DNA DAMREPAIR. 01 0204
NEURO (HUMAN), 01 02 04 0223  RESPONSE REQEST DELAY 010204 048  PRODMASEPROC 01 0204
0209 NEURO (ANIMAL) 010204 024 PROD/COMPCHEM ID 010204 0251  MSDS 01 02 04
0210 TOX. (HUMAN) 010204 0225  REPORTING RATIONALE 010204 0%  OTHER 01 02 04
0211 ua TOX. (HUMAN) 01 0204 026  CONFIDENTIAL 01 0204
0212  ACUTE TOX. {ANIMAL) 01 6204 0227  ALLERG (HUMAN) 01 0204 ,
0213  SUB ACUTE TOX (ANIMAL) 010204 0228  ALLERG (ANIMAL) 010204
0214  SUB CHRONIC TOX (ANIMAL) 010204 039  METABPHARMACO (ANIMAL) 010284
0215  CHRONIC TOX (ANIMAL) 01 02 04 0240 MMMWM 02 04
TRIAQERATA; NON-CBI INVENTORY  ONGOING REVIEW SPECIES USE; PRODUCTION:






